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FPD i s q u i t e r a r e a n d t h e a v a i l a b l e d a t a i n d i c a t e ? i ff e r e n t m o d e s o f i n h e r i t a n c e .
Me p r e s e n t h e r e i n e l e v e n c a s e s o f FPD, w h i c h b e l o n g t o f o u r f a m l l y t r e e s . P T 1 ) T h e a f f e c t e d m e m b e r s a r e f a t h e r a n d s c n .
T h e f a t h e r h a s i s ol a t e d GH d e f i c i e n c y , v ' l i i l e t h e s o n h a s ADP a n d GH d e f ic l e n c y w i t h n o r e s p o n s e t o GI!RH. T h e p i t u i t a r y f o s s a i s e x t r e m e l y s m a l l . F T 2 ) T h e known a f f e c t e d m e m b e r s a r e t h e i n d e x c a s e , a b o y , h l s m o t h e r a n d t h e ~o t h e r * s b r o t h e r . A l l 3 m e m b e r s h a d l o w GH v a l u e s p o s t c l o n i d i n e o r L-I?OPII, w i t h a g o o d r e s i . > o n e t o e x o g e n o u s GHP.P.
Iie t h u s p r e s u i -e t h a t t h e d e f e c t l i e s i n t h e GPRP s y n t h e s i s o r secretion.
F T 3 ) Two f e m a l e s , f i r s t c o u s i n s , w i t h i s o l a t e d C-H d e f ic i e n c y , w h o s e m o t h e r s a r e s i s t e r s a n d o f s h o r t s t a t u r e . T h e m o t h e r s h a v e n o t b e e n t e s t e d a s y e t . c T 4 ) F o u r a f f e c t e d m e m b e r s , 2 g i r l s a n d 2 b o y s , who b e l o n a t o f o u r r e l a t e d f a m i l i e s , i n h a b i t a n t s o f a s m a l l v i l l a g e . T h e l o r , GF v a l u e s d i d n o t r i s e f o l l o b f i n~ e x o a e n o u s GHRH. Z e s i d e s G r , o t h e r pituitary h o r m o n e d e f i c i e n c i e s w e r e -r e s e n t i n d i f f e r e n t c o m b i n a t i o n s . DNA a n a l y s i s o f a l l a f f e c t e d memb e r s i s i n g r o g r e s s .
Ti-e a v a i l a b l e d a t a d e n o t e t h a t f am i l i a l pituitary d w a r f l s ! n h a s d i v e r s e e t i o l o g ] ? , a n a e x t e ns i v e s t u d i e s a r e n e e d e d t o d e t e r m i n e e t i o l o g y , n a t h c a en e s i s a n d t h e g e n e t i c s i n v o l v e d .
183
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C o n g e n i t a l o r e a r l y o n s e t PD i s r e l a t i v e l y r a r e . We p r e s e n t h e l o w c e r t a i n c h a r a c t e r i s t i c s o f 1 0 c a s e s w i t h v e r y e a r l y o n s e t o f g r o w t h f a i l u r e a n d GH T h e a n a l y s i s of t h e p r e s e n t d a t a , a n d t h o s e o f t h e l i t er a t u r e d o n o t s u p p o r t t h e n o t i o n t h a t b r e e c h d e l i v e r -m a y b e a n e p i p h e n o m e n o n r a t h e r t h a n a n e t i o l o g i c f a c t o r i n PD. T h u s , o u t o f 2 2 c a s e s ( i n c l u d i n~ t h e p r e s e n t o n e s ) , w i t h s u c h i n f o r m a t i o n a v a i l a h l e , o n l y o n e h a d b r e e c h p r e s e n t a t i o n . T h e m a l e t o f e m a l e r a t i o ( M / F ) i n t h e t o t a l g r o u p o f cases w a s 1 9 / 1 9 , w h i l e t h e M/F r a t i o i n t h o s e w i t h p i t u i t a r y d w a r f i s m , i n g e n e r a l , i s g r e a t e r t h a n ? a n d c l o s e t o t h e M/F r a t i o e n c o u n t e r e d i n a s p h y x i a n e on a t o r u m . l l u l t i p l e p i t u i t a r y d e f i c i e n c i e s a n d m i c r o p e n i s p r e d o m i n a t e .
M o s t i n t e r e s t i n g i s t h e f a c t t h a t o r o w t h f a i l u r e i s q u i t e e v i d e n t d u r i n g t h e f i r s t y e a r o f l i q e , a n o b s e r v a t i o n , w h i c h f a v o r s t h e c o n c e p t t h a t g r o w t h f i o rm o n e i s a l s o n e e d e d f o r n o r m a l g r o w t h d u r i n n t h e f i r s t p o s t n a t a l m o n t h s .
R o s e n t h a l . Dcpt. of P e d i a t r i c s , U n i v e r s i t y of C a l i f o r n i a San F r a n c i s c o , San F r a n c i s c o , CA 94143-0106, USA P r e v i o u s s t u d i e s demonstrated t h a t a n e x c i t a t o r y amino a c i d a n a l o g , NMDA, s t i m u l a t e s LMRH s e c r e t i o n i n t h e o v i n e f e t u s , p r e p u b e r t a l p r i m a t e and r a t a t t h e hypothalamic l e v e l . I t i s n o t known i f t h i s s t i m u l a t o r y e f f e c t of NMDA i s mediated d i r e c t l y on t h e LHRH n e u r o s e c r e t a r y neuron. A hypothalamic LHRH n e u r o n a l c e l l l i n e (GTl-1) was used t o s t u d y t h e e f f e c t o f NMDA on LHRH r e l e a s e by b o t h s u p e r f u s i o n and s t a t i c i n c u b a t i o n w i t h g l y c i n e e n r i c h e d media. S t u d i e s w i t h GT1-1 c e l l s i n d i c a t e t h a t LHRH neurons e x h i b i t spontaneous a u c o r h y t h m i c i t y and f u n c t i o n i n t r i n s i c a l l y as a n e u r o n a l o s c i l l a t o r f o r t h e synchronous d i s c h a r g e of LHRH p u l s e s . S u p e r f u s i o n of GT1-c e l l s a f t e r a 90 min c o n t r o l p e r i o d w i t h a 10 min p u l s e of NMDA ( 1 0 -* -1 0 -'~) a l t e r n a t i n g w i t h 1 0 min of media a l o n e f o r 90 min i n c r e a s e d UiNi p u l s e amplitude by 35.50% (p<0.05) b u t had no e f f e c t on t h e i n t e r p u l s e i n t e r v a l (-18 min by " C l u s t e r " ) . I n s t a t i c i n c u b a t i o n s , NMDA (10-4-10-21.1) i n c r e a s e d LHW r e l e a s e w h i l e 5x10.'~ NMDA had no e f f e c t . A c o m p e t i t i v e NMDA a n t a g o n i s t , AP5 ( 1 0 -3 -1 0 -Z~) i n h i b i t e d t h e a c t i o n o f NMDA. H y b r i d i z a t i o n a n a l y s i s of GT1-1 mRNA w i t h an NMDA r e c e p t o r cDNA showed t h i s c e l l l i n e e x p r e s s e d NMDA r e c e p t o r t r a n s c r i p t s . The r e s u l t s demonstrate t h a t NMDA s t i m u l a t e s LHRH neurons d i r e c t l y t o s e c r e t e LHRH through t h e i r NMDA r e c e p t o r s by i n c r e a s i n g p u l s e a m p l i t u d e w i t h o u t a f f e c t i n g p u l s e f r e q u e n c y . The r o l e , i f any, o f endogenous e x c i t a t o r y amino a c i d s a c t i n g o n t h e NMDA r e c e p t o r i n t h e c o n t r o l of t h e o n s e t of p u b e r t y remains t o be determined. Serum non-organ-spec~bc anlibodes (NOSA-Ab) such as nuclear DNA m~tochondrial (MA), smooth muscle (SMA), l~verlkidney microsomal (LKM), reticului (RA): ribosomal and organ-spec~hc antibodies (OSA) against pilultary gland, testis, adrenal cortex, ovary, thyroid (thyroglobul~n and microsomal), p3ncreas islet cells, gastric parietal cells (PCA) and lntesl~nal epithel~at cells were evalua:ed Thyroid ant~bodies were detected by pdsslve haemagglutinal~on test wh~le lndlrecl immunofluorescence was used for the others. 98 healthy age-sex-matched subjects were used as controls Magnetic resonance imaging revealed anterior pltultary hypoplas~a, slalk agenesis and ectopic posterior pllullary lobe in 22 pallenls, 9 w~th isolated Gli def~c~ency (IGHD) and 13 w~th mulliple pltultary hormone def~c~encies; lsolated anler~or plluilary hypoplasia in 12 IGHD; apparently normal pitu~tary gland in 11 IGHD. The frequency of autoanlibod~es was not s~gnificanlly d~Herent in controls a s they were present In 7 paltents (15 5%) MA Head i n ) u r y i s t h e most common c a u s e of d e a t h and l o n g term morbidity In c h r l d r e n o v e r one y e a r of age. E l e v a t e d plasma c a t e c h o l a m i n e s ICAs) and subnormal energy e x p e n d i t u r e s IEEI a r e a s s o c~a t e d wlth Poor outcome i n c r r t r c a l l y r l l a d u l t s but t h e s e r e l a r i o n s h l p s ha'ie not been described i n c h i l d r e n . 102 measurements of EE and CAs were made s e r i a l l y i n 1 7 s e v e r e l y head i n l u r e d c h l l d r e n aged 2-15 y e a r s r e c e i v i n g i n t e n s i v e c a r e . EE was measured u s l n g ~n d l r e c c c a l o r~m e t r y and a r t e r i a l CAs a n a l y s e d by d o u b l e -i s o t o p e radloenzymatlc a s s a y . EE was lower t h a n a n t~c l p a t e d f o r s u c h s t r e s s e d s u b j e c t s when compared t o normal r e s t i n g c h i l d r e n a n d v a r r e d markedly between and w i t h i n c h i l d r e n ( r a n g e -40%-+47%, mean -1%) . However, CA Levels were c o n s i d e r a b l y h l g h e r t h a n normdl a d u l t r e f e r e n c e v a l u e s . Withrn e a c h c h i l d t h e r e was a s l g n r f l c a n t p o s r t l v e c o r r e l a t l o n between EE and plasma CA concentration l p < 0 . 0 1 ) b u t , surprisingly, between c h i l d r e n t h e r e was a s~g n r f l c a n t n e g a t l v e c o r r e l a t l o n l p < 0 . 0 5 ) . 2 c h i l d r e n who d l e d a c u t e l y had subnorrfiil EE and e l e v a t e d CA l e v e l s . CA l e v e l s were s~g n l i l c a n t l y c o r r e l a t e d with Glasgow Coma S c o r e , t h e most s e v e r e l y ~n l u r e d c h l l d r e n hdvlng t h e h i g h e s t CA l e v e l s . Although CAs a r e malor hormonal mediators of EE, we conclude t h a t t h e > = e f f e c r s a r e reduced I" c r i t i c a l l y i n j u r e d c h i l d r e n . The mechanism and relationship t o prognosis r e q u i r e f u r t h e r s t u d y .
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